Disease-related determinants of susceptibility to drug-induced idiosyncratic hepatotoxicity.
Idiosyncratic adverse drug reactions, including unpredictable hepatotoxicity, remain a serious challenge in drug development. Besides patient-specific susceptibility factors (genetic and/or acquired), determinants of the underlying disease may also predispose the patient to a drug's potential toxicity. Examples include viral infections, inflammatory conditions, neurodegenerative diseases and type II diabetes. This review focuses on diseases (therapeutic indications) often associated with mitochondrial abnormalities, and which are treated with drugs mechanistically linked to potential mitochondrial toxicity, thus superimposing these mitochondrial events. The need for an increased use of animal models of human disease in mechanistic investigations and drug candidate selection will also be emphasized.